. The Z/AP reporter line allows histochemical detection of Cre activity by excision of be hypocellular, which was already detectable at E12.5 (see Figure 2F ) and was apparently due to reduced RPC lacZ and concomitant activation of a ubiquitously expressed alkaline phosphatase (hPLAP) reporter gene proliferation in the Pax6 flox⌬ retina, as assayed by BrdU incorporation (1.5 hr pulse at E12.5). The ratio of BrdU-(Lobe et al., 1999). Cre activity could be detected in the distal neuroretina (and iris), but at no stage in the lens incorporating cells was observed to be at 0.12 (Ϯ0.05, see Experimental Procedures) in the Pax6 flox⌬ retina, as or the retinal pigment epithelium or any other tissue (Figures 1D-1F) (Figures 6A-6D) . In a given cell of this genotype, Cre ␣-Cre optic vesicles (data not shown). Our results finally demonstrate that once RPC identity is established, Pax6 activity led to constitutive hPLAP expression by the Z/AP transgene, which eventually will be inherited by becomes dispensable for the maintenance of retinal identity. During the ensuing stages of retinogenesis, the the progeny of this cell. As has been observed above ( Figures 1F and 1H) , in the ϩ/ϩ; ␣-Cre; Z/AP genotype, continued presence of Pax6 activity eventually ensures RPCs and hence, their multi-potency ( Figure 7B ).
and GluR2 (B, green, arrows), but negative for Pax6 (B, red nuclei). Left insets depict the expression in the wild-type (ϩ/ϩ) control retina. (C) Ratios of GABAergic (GABA) and glycinergic (GlyT1) amacrine cells in the control (wt) and the Pax6 flox⌬ (m) nr were determined by coimmunostaining of syntaxin (open arrows, D and E insets) with GABA and GlyT1 (closed arrows, D and E insets) antibodies, respectively (see Experimental Procedures). (F) In the wild-type, calretinin is localized to cholinergic amacrine cells (inset, arrows). Calretinin

